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egression of a multifunctional chimeric neurotrophin in the lesioned 
Zi Ttle nerve accelerates regeneration of sensory and motor axons 
I £o«h? S Rislina M; Carlstedt T; Lendahl U; Timmusk T; Metsis M; 

« Y I F . (Department of Neuroscience, Karolinska Institute, 

^Hfsto^no^ Sweden! ) PROCEEDINGS OF THE NATIONAL « 
^ OF THE UNITED STATES OF AMERICA, (1998 Apr 28) 95 (9) b^by ii. 

"ournaf codef PV3; 7505876. ISSN: 0027-8424. Pub. country: United States. 



produced neurotrophic in the process of nerve regeneration is unclear. 
Exoression of a multifunctional neurotrophic pan-neurotrophxn- 
T was targeted to the peri phe ral ne rves of ^genic ^ ^ 
mice by using a gene promoter that is ^^^aliy ±ssues and during 

«>>owed increased and accelerated recovery o£ 

"e'or pranttris muscle in transgenic »dce. Moreover, "»"=" d '"'"^ 
and motor axons of transgenic mice showed «"«r and increased return o£ 
n.urophvsiological responses, suggesting an »£« d ^ """^ 

damage In addition, our results indicate that exogenous PNT-1 
administration may be an effective therapeutic treatment of 
peripheral nerve injuries. 
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TranS n?fy n trans T fected n C0S a cells or in baculovirus-inf ected insect cells 
t^ansfected COS cells or in baculovirus-inf ected insect cells and 
subsequently purified to homogeneity. Saturation binding in embryonic 

SnTSensory neurons demonstrated a greater numb er of hi gh 
hindina sites for PNT-1 than for its parental molecule NT 3. FN II was 
snown ^o efficiently block the chemical crosslink ^ f ^' N ^; c ^ OE 
NT-3 to their cognate Trk receptors and to the low-affintiy NGF receptor 
expressed on neuronal and nonneuronal cells. PNT-1 stimu ^ted survival and 

?rkC mRNA-containing sensory neurons from the dorsal root and -dose 
ganglia. Finally, PNT-1 showed robust "degrade transport to^RG neurons 

„ , Hwn af 4- er iniection into the sciatic nerve. Radiolabeled PNT 1 
accumulated "n smS-, medium-, and large-sized neurons. Coinjection with 
dilfefent unlabeled neurotropics inhibited PNT-1 transport xn distinct 
suboopulations of neurons of different sizes, suggesting that this 
™?ecule affects sensory neurons of different modalities. These results 
locate lilt PNT-1 is a potent and multispecif ic neurotrophic factor that 
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Aranda Richard; Rex Karen L; s = ul ^4v Javid L; Ziegler Thomas R; 
A; Gu Li H; Danilenko Dmitry N; Lacey David L z g nd 
Senaldi Gioxgio- (department ^^^^ aWcAN JOURNAL OF 
Oaks, California 91320, USA ■ «*f n J^ L YS ioLOGY, (2002 Apr) 282 (4) 
PHYSIOLOGY • ^TROINTESTINAL AND ^VBR JHYSIOLO^^ J ^ _ United 

G690-701- Journal code: luuaui^'. 

States. Language: English. therapy for inflammatory bowel 

AB There is an acute need for e ectiv the PY fche damaged 

disease ( IBD) , P"?"^"^ '^^^1 recombinant human keratinocyte 
epithelium. We evaluated the e«"acy or sulfate (DSS) and the 

growth factor ( rHuKGF) in both the Jextran sodi ^ 
CD4( + )CD45RB(Hi) T cell transfer B d ™>- of 4% DSS in the drinking 

by the ad libitum administration to normal mice ^ ^ 

water or by the injection of 4 x ^mistered by subcutaneous 

immunodeficient scid/scid mice. rHuKGF prevent ative and 

injection at doses of 1.0 or 3.0 "9' J* rHuKGF significantly improved 
therapeutic regimens during both d . H G F sig fclve and 

survival and body weight loss in the DSS model a , P heraatochezia , and 
therapeutic dosing regimens, "also impro histopathology . In 

hematological parameters as well as large «testi diarrhea/ and 

the T cell transfer model, rHuKGF ^P™^* in £ e stine histopathology. In 
levels of serum amyloid ^ as well as large inte (ITF) 
both models of IBD, the colonic levels °* J^estin ^ by treatment with 
were elevated by the diseas ^ =^e jnd £yp"ve usefu l in the clinical 
^emen^f iTand^tfef \ ectfarf iely mediated by its ability to 
locally increase the levels of ITF. 
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IgE-related diseases using NNT-1 inhibitors. The 
NNT-1 inhibitors include antagonistic anti-NNT 
-1 antibodies, chimeric or humanized 

anybodies, and CDR-grafted antibodies or fragments, as 
Srafsoi. NNT-1 receptor. The IgE-related diseases 

NNT-1. In another embodiment, the present invention 

Elates to a method of treating IgE-related diseases using an NNT 

-f expression modulator. Methods of modulating IgB levels , *f 

of diagnosing, preventing and/or treating certain types of allergic 

diseases using NNT-1 inhibitors are also disclosed. 

T1 , AM c WKR 2 OF 3 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC. 

SS "S ro^ 

Surger Renate (1); Bakker, Frank (1); Guenther, Andreas 1), Baum, 
Wolfgang (1); Senaldi, Giorgio; Gramatzki, Martin (11 . (1) f 
Division of Hematology/Oncology, Department ^J 1 ^^ 1 ^^^^ 
Erlangen-Nuernberg, Erlangen Germany. Blood, (November ^,2001) Vol_ 9«, 
No. 11 Part 1, pp. 373a. http://www.blood30urnal.org/. print. Meeting 



Info ■ 43rd Annual Meeting of the American Society of Hematology, Part 1 
Orlando! Flortda, USA Decenfcer 07-11, 2001 ISSN: 0006-4971. Language: 

English. . _ ^_ . 

,B Novel neurotrophin-1 (NNT-1) /B cell-stimulating 

factor-3 (BSF-3), also named cardiotrophin-like cytokine (CLC), was 
re^ly cKned and characterized to belong to the 'l*" 0 **?^! 
(TD-6-tvoe cytokines. The members of this family, namely IL-6, IL 11, 
euicemia^nh^tory factor (LIF) , oncostatin M (OSM) ciliary neurotrophic 
factor (CNTF) and cardiotrophin-1 (CT-1), all use the gpl30 signaling 
fubunit as a part of their receptor complexes. Along with gpl30 the 
cellular receptor for BSF-3 also includes the LIF receptor (LIFR) 
beta-chain. BSF-3, similar to IL-6, possesses B celL-stimulating 
caoabSity. Since IL-6 is a major growth factor for malignant plasma 
ceUs" BSF^3 could also play a role in multiple myeloma. We used a 
gpl30/LIFR expressing subline of the IL-6-dependent human Pj«» lxne 
INA-6 to evaluate BSF-3 activity and to characterize the intracellular 
signaling pathways that are induced by BSF-3. Growth of the human 
piCmacyLma cell line INA-6/Tull is dependent on IL-6 and the -lis also 
respond to other cytokines of the gpl30-family . Stimulation of Tull cells 
SJhSuman recombinant BSF-3 significantly induced cell proliferation as 
measured by ( 3H) thymidine uptake. BSF-3 induced proliferation was almost 
completely blocked by anti-gpl30 monoclonal antibodies. 
Interestingly, an anti-gpl30 antibody that specifically 
neutralizes CNTF activity, significantly reduced BSF-3 induced DNA 
synthesis. As with the other gpl30-cytokines , the tyrosine kinase 
inhibitor tyrphostin AG490 blocked BSF-3 induced proliferation in a 
dose-dependen? manner indicating the involvement of Jak kinases in signal 
transduction. It could be shown by immunoblotting that STAT 3 is 
phosphorylated on tyrosine residues upon stimulation with BSF 3 For the 
firs? time, it can be demonstrated that BSF-3, a novel member of the 
g P 130-famiiy of cytokines, promotes plasmacytoma cell growth and activates 
the Jak/STAT signaling pathway. The results also indicate that the 
physiological CNTF receptor may participate in BSF-3 binding on human 
plasma cells. BSF-3 is strongly expressed in secondary lymph organs and in 
bone tissue, and may play a role in the pathophysiology of multiple 
myeloma, thereby acting in a paracrine or even autocrine manner. 

L16 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2002 ACS stimu latinq 
1999-684546 Document No. 132:22000 Novel neurotrophin-l/B cell-stimulating 
factor-3: a cytokine of the IL-6 family. Senaldi, Giorgio; 
Varnum, Brian C. ; Sarmiento, Ulla; Starnes, Charlie; Lile, Jacks ° n ' 
Sculiy Sheila; Guo, Jane; Elliott, Gary; McNinch, Jennifer; Shaklee, 
aSstlne L.; Freeman, Daniel; Manu, Frank; Simonet, W. Scott; Boone, 
Thomas; Chang, Ming-Shi (Amgen Inc., Thousand Oaks CA, 91320, USA) . 
Proceedings of the National Academy of Sciences of the United States of 
Imerict 96(20), 11458-11463 (English) 1999. CODEN: PNASA6 . ISSN: 
0027-8424. Publisher: National Academy of Sciences. 
AB The authors have identified a cytokine of the IL-6 family and named it 
novel neurotrophin-l/B cell-stimulating factor-3 (NNT-1 
/BSF-3) NNT-l/BSF-3 cDNA was cloned from activated 
Jurkat human T cell lymphoma cells. Its sequence predicts a 225 aa 
protein SS a 27-aa signal peptide, a mol. mass of 22 kDa in mature form, 
and the highest homol . ?o cardiotrophin-1 and ciliary neurotrophic factor. 
The gene for NNT-l/BSF-3 is on chromosome llql3. A 
murine equiv. to NNT-l/BSF-3 also was identified, 
which shows 96% homol. to human NNT-l/BSF-3. 
NNT-l/BSF-3 mRNA is found mainly in lymph nodes and 
spleen NNT-l/BSF-3 induces tyrosine phosphorylation 

of glycoprotein 130 (gpl30) , leukemia inhibitory factor receptor beta., 
and signal transducer and activator of transcription 3 in the SK-N-MC 
human neuroblastoma cells. NNT-l/BSF-3 shows 

activities typical of IL-6 family members. In vitro, it supports the 
survival of chicken embryo motor and sympathetic neurons. In mice, it 
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lnd ,ce S ..r» ,„yloid A, l~ s lf h l% Sf^ifJS B^eU hyperplasia 

corticosterone and IL-6, and causes ooay wu 

with serum IgG and IgM increase. ^-l/BSF-3 is a 

gp!30 activator with B-cell stimulating capability. 
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